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However, the Examiner suggests that there is no evidence that such 
expression levels would have an effect on the host mammal or that 
such expression levels would correlate to a treatment for a 6- 
glucuronidase deficiency. Further, the Examiner suggests that 
since the delivery of t:he neurotrop'hic virus cc^ntaining a DNA 
sequence of interest has not been shown to achieve any therapeutic 
benefit to the host, the method has not been enabled. Applicants 
respectfully disagree . 

At the outset, it is respectfully pointed C'Ut that a 
demonstration of therapeutic benefit is nc^t a requirement c^f 
patentability- . The case law is quite clear; Apji'licant does nc^t 
have to prove that a correlation exists between a particular 
activity and an aisserted therapeutic use of a corrp ::und as a matter 
of statistical certainty, nor does he or she nave tC' prc'vide actual 
evidence of success in treating humans where such a utility is 
asserted. Thus, tne Examiner's requirement tihat: the specif icatic>n 
demonstrate a "therapeutic benefit" is imprcp:er. 

Instead, as the courts have repeatedl;^' held, all that is 
required is a reasonable correlaticn between rJie activity and tne 
assertei use. Nelson Bowler, 626 F.2d 85:^, 2C6 USPQ 881, 834 
-rCPA 1980'^ and MFFF §2107. C2. If cne skilled m the art would 
accept the data provided as being reasonably predirtive' of utility 
m humans, evidence from. tnese testis should be considered 
sufficient to suocort the credibilitv of the asserted utilit\^. In 
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re Hartop, 311 F.2d 249, 135 USPQ 419 (CCPA 1962); In re Krimmel , 
292 F.2d 948, 953, 130 USPQ 215, 219 (CCPA 1961); Ex parte 
Krepelka, 231 USPQ 746 (Bd. Pat. App . & Inter. 1986) m the instant 
specification 

Accordingly, in an earnest effort to advance the prosecution, 
Applicants are providing a Declaration by Dr. Laura Plunkett 
herewith which clearly states that data provided rn the instant 
specification are demonstrative tc^ one of skill in the art of a 
pharmacological effect and thus, therapeutic utility. See 
specifically, paragraphs 3 and 4 of Dr. Plunkett 's T'eclarat ic-n . 
Thus, contrary to the Examiner's suggestion, data provided in zhe 
instant specification provide one C'f skill in the art with 
assurance that the invention delivers genes to the CNS in 
accordance with the claims. Further, the teachings of the 
specification can k^e used in conjunction with general knowledge in 
the art m establishing strategies for use of this delivery system 
in humans. See paragraph 4 of Dr. Plunkett 's E-eclarat ic^n . 
Accordingly, the instant specification enables one of skill in the 
art to make and use the invention to deliver genes to the central 
nervous system.s as claimed. 

Further, the Examiner has provided no reasonable basis to 
question the enablement provided for ihe claimea invention. See 
MPEP §2164.04. As stated by the Court: 
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it is incumbent upon the Patent Office, whenever a 
rejectic'n is made on this basis, to explain why it doubts 
the truth or accuracy of any statement in a supporting 
disclosure and to back up assertions of its own with 
acceptat'le evidence or reasoning which is inconsistent 
with the congested statement . 

No such evidence has been provided by the Examiner m the instant 

rejection. In contrast, Applicants are providing Dr. Plunkett's 

Declaration herewith, which clearly discusses how data provided in 

the specif iceit ion are demonstrative of therapeutic utility, thus 

establishing that there is nc' reason to dcaibt the ok>jective truth 

of statements made in the specification which must k^e relied on fc^r 

enabling support. The Examiner also suggestis that other 

neurotropic viruses and iX)Utes of delivery have not been shown t:o 

have a therapeutic effect in a host. As already discussed in the 

^'receding paragraphs, however, any requirement for a demons t rat ic-n 

of therapeutic effect is legally imprcp-ei'. Working examples :f 

every embodim.ent of the claimed invention are clearly nC't ^lequirel. 

See MPEP §2164.02. The let ermmat ion i^f the prcpriety c^f such a 

rejection involves a two- stage inquiry. The first stage is t:o 

determine how br<:)ad the claim is with respect to the disclosure. 

The second inquiry is t:o determine if c^ne skilled in the art is 

enabled tC' make and use tlie entire scope ot the claimei invention 

without undue exp'Or iment at ion . The specification clearly teaches 

I'ther neurctropic viruses at page 10, and routes of adm ini s t r at i m 

at page 2j, wnich can re used m the present invention. As 
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discussed in paragraph 3 of Dr. Plunkett's E)eclarat ion , 
experimental data provided in Example 4 and 5 of the sp-eci f icat ic^n 
wherein the vectcr was administered thrc'ugh corneal ah-rasic-n 
indicate to one of skill in the art that other peripheral routes C'f 
administration would be effective. Thus, the teachings of the 
specification are commensurate with the scope of the claims. 

Accordingly, the instant specification meets the requirements 
of 35 U.S.C. §111, first paragraph. It is therefore respectfully 
requested that the objection to the specification and rejection C'f 
claims 1-9 be withdrawn. 



II. Rejection of Claims 1, 2, 5 and 6 under 35 U.S.C. §102 (b) 

The rejection of claims 1, 2, 5 and 6 under 35 U.S.C. §102 (!:■) 
as being anticipated by Dc-bson et al . has been maintained. Despite 
arguments presented by Applicants in the previous resp(3nse filed 
July 29, 1996, the Examiner continues to suggest that Dobsc>n et al . 
teaches the delivery C'f I'abbit |S-globin gene to the CNS of mice. 
Further, the Examiner suggests that argument presented by 
Applicants with iregard to the fact that Dobson et al . onl\' teach 
(delivery tc the ?XS are ur.persuas i ve because the statement in tne 
claims "capable of infecting the central nervous system" dees net 
creclude the iiei^ces\''irus f rc^m infect in. o ar.C'ther cel^ as a res-^uit i^ 
the methc^d. Aocliiants rescectfully traverse this re^eiiic^n. 
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At the outset, for clarification of the record, Applicants are 
providing a Declaration by Dr. Plunkett herewith which makes clear 
that Dobson et al . teach only peripheral nervous system delivery. 

See specifically paragraph 5 of Dr. Plunkett 's Declaration. 
Accordingly, this reference does not teach a method of delivering 
a selected DNA sequence to the central nervous system of a mammal 
as claimed. 

Further, Applicants respectfully disagree with the reasoning 
provided by the Examiner in finding arguments in the previous 
response filed July 29, 1996 unpersuasive . 

The case law and the MPEP are quite clear. To anticipate a 
claim, the reference must teach every element of the claim. See 
MPEP §2131 and Verdegall Bros. v. Union Oil Co. of California. 
Thus, the relevant question to ascertain whether Dobson et al. is 
an anticipating reference is whetner this reference teaches every 
element of the instant claim, not whether the herpesvirus may 
infect other cells besides thc>se of the central nervous system. 

As is made clear in paragraph 5 of Dr. Plunkett 's Dec larat ic>n , 
Dobsijn et al . do not teach delivery of a gene tc^ the central 
nervcius system.. Accordingly, this reference can not anticipate 
claims drawn to a m.etnod of delivering a selected DNA sequen::e to 
the central nervous system. Further, in an earnest effort to 
advance the prosecution of this case, Applicants have am.ended ::laim. 
1 to remove tl'ie phrase "capable of" to make clear that the 
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neurotropic viral vector infects the central nervous system. Thus, 
Dobson et al . do not anticipate claims 1, 2, 5 and 6 of the instant 
ar'plication and it is respectfully requested that this rejection be 
withdrawn . 

III. Rejection of Claims 3, 4, 7, 8 and 9 under 35 U.S.C. §103 

The rejection of claims 3,4,7 and 8 under 3 5 U.S.C. §103 as 
being unpatentable over Dobson et al . in view of Nis.himura has also 
been maintained. The Examiner suggests that Dobson et al . teach 
delivery of the rabbit p-globin gene to the CNS . However, this 
suggestion is incorrect. See Section II, supra, and paragraph 5 of 
Dr. Plunkett's Declaration. Further, the Examiner' suggests that 
Nishimura teaches the E'NA sequence for ^-glucuronidase and that it 
would have been within the scop-e of skills of the crdinary artisan 
at the time z^f the instant invention to insert his DNA sequence 
into recombin<ant HSV-1 vectors as descritied ky Dobson et al . The 
Examiner suggests that motivation is offered by D:jbscn et al . in 
stating that HSV-1 in a vector for the transfer of genes to 
neurons . 

However, as was oointed out in Section II, supra, and in 
paragraph 5 of Dr. Flun^ett's Declaration, Cc:b)Son et al . teach that 
HSV-I is a vector for transfer of genes to fi^er ipheral nervc)US 
system neurons wnich are located outside cf tne cenirai nervc;us 
system. In cmtrast, the claims of the instant invention are drawn 
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to a method of delivering genes to the central nervous system. In 
an earnest effort to advance the prosecution, Applicants are 
amending claim 1 to remove the phrase "capable cf" thus clarifying 
that the neurotropic viral vector infects the central nervous 
system. As discussed m detail in paragrap'h 5 of Dr. Plunkett's 
Declaration, the central nervous system is different from the 
spinal ganglia in that it is protected from exposure to foreign 
compounds such as viruses by the blood-brain barrier. Accordingly, 
the mere fact that Dobson et al . were able to demonstrate delivery 
of a gene to the peripheral nervous system di^es not suggest to one 
of skill in the art that a similar vector could be used zo deliver 
a gene to the central nervous system. Accordingly, the teachings 
of Dobson et al . alone, or in combination with Nishimura, fail to 
provide one of skill in the art with a reasiimable expectation of 
success that an HSV-1 vector would deliver a gene to the central 
nervous system. Thus, this combination of references can not 
render the instant invention obvious. It is therefore respectfully 
requested that the rejecticn of claims 3, 4, 7, 3 and 9 under 35 
U.S.C. §103 be withdrawn. 
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IV. Conclusion 

Applicants believe that the foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
claims is earnestly solicited. 
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